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3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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4) ^ Clalm(s) 1-25 is/are pending in the application. 
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Application Papers 
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DETAILED ACTION 

1 . Applicant's amendment of claim 7 and the submission of new claims 24 and 25 
in the paper filed on 04/30/2008 is acknowledged. 

Newly submitted claim 24 is directed to an invention that is independent or 
distinct from the invention originally claimed for the following reasons: the specie 
election filed on 1 1/02/2007 was to pyrimidine nucleotides. As claim 24 recites the 
limitation of pyrimidine nucleotide analog it is not the specie of the election. 

Since applicant has received an action on the merits for the originally presented 
invention, this invention has been constructively elected by original presentation for 
prosecution on the merits. Accordingly, claim 24 is withdrawn from consideration as 
being directed to a non-elected invention. See 37 CFR 1 .142(b) and MPEP § 821 .03. 

Claims 1-9, 11, 12, and 25 consonant with the specie election filed on 
1 1/02/2007 are pending and at issue. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Priority 

2. It is noted that Applicant has not provided an English translation of the foreign 
German application 103 26 302.0. Accordingly, priority is not extended to the German 
application. 
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Objections that are Withdrawn 

3. The objection to the specification is withdrawn in light of Applicant's amendments 
to properly identify the trademarks RHODAMINE GREEN™, BODIPY™, and ALEXA™. 

4. The objection to claim 7 is withdrawn in light of Applicant's amendment of the 
claim to properly identify the trademarks. 

Rejections that are l\/laintained 
Claim Rejections l\/laintained - 35 USC §112 Second Paragraph 

5. The rejections of claims 1 -9, 1 1 , and 1 2 under 35 USC § 1 1 2 Second Paragraph 
is maintained. Applicant's arguments filed 04/30/2008 have been fully considered but 
they are not persuasive. Applicant argues that the terms "nucleotide analog" and 
"pyrimidine nucleotide analog" are well known in the art, but does not provide any 
evidence of this and does not provide any evidence of a list or a closed set of 
compounds for either of these terms that is universally accepted in the art. Thus one of 
ordinary skill in the art would not know the metes and bounds of these terms and the 
rejections are maintained. It is also noted that the limitation for pyrimidine nucleotide 
analog as recited in claim 24 is not found in claims 1-9, 11, and 12. 



Claim Rejections Maintained - 35 USC §103 

6. The rejection of claims 1 -9, 1 1 , and 1 2 under 35 U.S.C. 1 03(a) as being 
unpatentable over Tyagi et al. (November 21 , 2000), Weisburg et al. (August 29, 2000), 
and Nunnally et al. (1997) is maintained. 
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Applicant's arguments filed 04/30/2008 have been fully considered but they are 
not persuasive. 

Applicant argues that Tyagi et al. do not teach probe termini ending in 
pyrimidines and teaches away from probe termini ending in pyrimidines. This is not so 
as Tygai et al. teach at least the synthetic sequence of SEQ ID NO. 2 in which one end 
has two cytoslnes (CC) which are pyhmidines and which sequence is double labeled 
with fluorophores (see Example 2). Thus Tyagi et al. teach towards probes ending in 
pyrimidines. There is no teaching of Tyagi et al. excluding probes ending in 
pyrimidines. Furthermore, Tyagi et al. is not relied upon alone for this teaching, 
Weisburg et al. is also relied upon as follows. 

Applicant argues that Weisburg et al. does not teach sequences with both termini 
ending in pyrimdines. This is not so as Weisburg et al. teach SEQ ID NO: 2 having the 
pyrimidines of C on the 5' end and TTC on the 3 end (as found at column 4 line 48 and 
in the Sequence Listing). Weisburg et al. also teaches a specific sequence of 14 
pyrimidines which are T's (see Figure 4) and thus where both the termini thus have 
multiple pyrimidines. Both of these sequences read on the formula for the generic Z of 
claim 1 . The later sequence of Tayagi et al. reads on the formulae for the generic Z of 
claims 1 and new claim 25. It is also noted in these formulae of claims 1 and 25 that the 
middle nucleotides, the X's, can be any nucleotide, including T, and can be the same 
nucleotide as the Z's. 

In response to applicant's argument that the references fail to show certain 
features of applicant's invention, it is noted that the features upon which applicant relies 
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(i.e., exclusion of repetitious sequences) are not recited in tlie rejected claim(s). 
Altliougli tlie claims are interpreted in light of the specification, limitations from the 
specification are not read into the claims. See In re Van Geuns, 988 F.2d 1 181 , 26 
USPQ2d 1057 (Fed. Cir. 1993). 

Applicant further argues that Weisburg et al. does not teach increased sensitivity 
using pyrimidine ending probes. Although such a teaching is not needed, as Weisburg 
et al. teach the elements of the claimed product, nonetheless Weisburg et al. do teach 
that pyrimidine ending probes increase sensitivity in the capture of target 
polynucleotides (entire patent, especially the Abstract). 

Applicant argues Nunnally et al. does not teach all of the limitations of the claims. 
In response to applicant's arguments against the references individually, one cannot 
show nonobviousness by attacking references individually where the rejections are 
based on combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 
(CCPA 1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). 

New Rejections Necessitated bv Amendment 

7. It is noted that newly submitted claim 25 differs from claim 1 by reciting a 
different range of integers of 3-10 for n. However as claim 25 is examined with respect 
to the same specie as claim 1 the same prior art is applicable as given below. 
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New Claim Rejection - 35 USC § 103 

8. Claim 25 Is rejected under 35 U.S.C. 103(a) as being unpatentable over TyagI et 
al. (United States Patent No. 6,150,097 issued November 21, 2000), Weisburg et al. 
(United States Patent No. 6,1 10,678 issued August 29, 2000), and Nunnally et al. 
(1997). 

Regarding claims 25, TyagI et al. teach a probe of formula (I) (see SEQ ID NO: 5 
in column 13 lines 17-19) 

where Z is the pyrimidine nucleotide C, 

where M and M' are fluorescent groups which can be fluorescein (see Figure 4) 
and where M and M' are identical, that is the same, fluorescent group (see 
column 3 lines 45-48), 
where in SEQ ID NO: 5 n is 1 , 

and m can be 7-140 and thus can be 40 (see claim 10). 

Regarding claim 25, Tyagi et al. do not specifically teach a poly pyrimidine tail, 
that is, where n for Z is 5. Tyagi et al. do not specifically teach where the fluorophore 
labeling group is RHODAMINE GREEN™. 

Regarding claim 25, Weisburg et al. teach where Zn is at least Cs by teaching Cn 
where n is at least about 10 bases (column 8 Lines 36-59). Weisburg et al. teach that 
fluorophores well known in the art can be used on probes, but do not specifically teach 
where the fluorophore labeling group is RHODAMINE GREEN™. 
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Weisburg et al. teach the further specie election of formula (II) where X is - 0-; Y 
is =0; Y' is -OH; and R is -OH (see Structure 1 in column 13). 

Weisburg et al. also teach thymidine 2' deoxynucleotides (see Example 1). 

Fruther regarding the specie election, Weisburg et al. teach where Zn is at least 
Ts by teaching Tn where n Is at least about 10 bases (column 8 Lines 36-59). Weisburg 
et al. also teaches a specific sequence of 14 pyrimidines which are T's (see Figure 4) 
and thus where both termini have multiple pyrimidines. This sequences read on the 
formula for the generic Z's and X's of claim 25. it is noted in this formula that the middle 
nucleotides, the X's, can be any nucleotide, including T, and that X and Z can be the 
same nucleotide. 

Regarding claim 25 and the specie election, Nunnally et al. teach fluorescein, as 
also taught by TyagI et al. above, and that RHODAMINE GREEN™ may be substituted 
for fluorescein (see Table 1 and see the 1^'full paragraph in the 2"^^ column on p. 
2394). Nunnally et al. teach that the use of fluorescein in probes was well known (see 
1st full paragraph on p. 2392). 

TyagI et al. teach pyrlmldine nucleotides on the ends of a probe and teach 
Identical fluorophores including fluorescein on the ends of probes. Weisburg et al. 
teach multiple pyrlmldine nucleotides on the ends of probes and fluorescent labels on 
the ends of these. Nunnally et al. teach that the use of fluorescein was well known and 
that RHODAMINE GREEN™ may be substituted for fluorescein. Because both Tyagi 



Application/Control Number: 10/560,236 Page 8 

Art Unit: 1637 

et al. and Weisburg et al. teach well known fluorophores, it would have been obvious to 
one skilled in the art to substitute the well known fluorescein of Tyagi et al. as the 
fluorophore for the well known fluorophores of Weisberg to arrive at the claimed probe, 
but with fluorescein being the identical flurophore on each end (instead of RHODAMINE 
GREEN™). As Nunnally et al. teach RHODAMINE GREEN™ may be substituted for 
fluorescein, it would have been obvious to one skilled In the art to substitute 
RHODAMINE GREEN™ for the fluorescein of Tyagi et al. and Weisberg in order to 
achieve the predictable result of a probe having ends of poly pyrimidine nucleotides with 
RHODAMINE GREEN™ at the ends of each of these. 



Conclusion 

9. No claim is free of the prior art. 

10. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action Is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action Is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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1 1 . Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Mark Staples whose telephone number is (571 ) 272- 
9053. The examiner can normally be reached on Monday through Thursday, 9:00 a.m. 
to 6:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (571) 272-0782. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Mark Staples 
/M. S./ 

Examiner, Art Unit 1637 
August 8, 2008 

/Kenneth R Horiick/ 

Primary Examiner, Art Unit 1637 



